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In the Claims 



Claim 1 (Currently amended): An AjAdoR antagonist that has at least on e charact e ristic 
cho s en from th e group consisting of: 

a. th e compound is metabolized both by CYP 4 50 and by a non oxidative metabolic enzyme 
or oyotom of enzym e s; 

b. the compound hoo a short (up to four (4) hours) non oxidativ e m e tabolic half lif e- 

c. th e compound oontaino a hydrolysabl e bond that can bo oloaved non oxidativ e ly by 
hydrolytio enzym e s; 

d. the primary metabolites of th e compound r o sult from tho nonoxidative m e tabolism of the 
compound ; 

o. the primary m e tabolites arc soluble in wat e r at physiological pH; 
f» tho primary m e tabolites hav e n e gligible inhibitory activity at th e IK& (HERG) channol at 
normal therapeutic concentration of tho par e nt drug in plasma; 

* 

g. th e compound, as well as th e metabolites thereof, do es not caus e m e tabolic DDI whon co 
administered with other drugs; and 

b-. — the compound) as well as motabolites th e reof; does not olovato LFT values wh e n 

administ e red alon e is a 1.3 dipropvlxanthine with an ester function at the 8-position. wherein the 

i 

ester function is a cvcloalkvl substituted with -COORi and wherein R± is alkvl . 

Claim 2 (Canceled): The compound, according to claim 1 , which is a 1 ,3 dipropylxanthine 
with an ester function at the 8-position. 

Claim 3 (Currently amended): The compound, according to claim 1, wherein said ester 
function has a structure selected from the group consisting of: 
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and salts thereof; 

wherein Ri is alkyl. 

Claim 4 (Currently amended): A pharmaceutical composition comprising an AiAdoR 
antagonist that hoo at loaot one characteristic) chos e n from thd group consisting of: 

a. the compound is motabolizod both by C YP450 and by a non oxidativ o motabolio enzyme 

or syst e m of enzymes* 

b. tho compound has a short (up to four ( 4 ) hours) non oxidativo motabolic half lif e ; 

Gr the compound contains a hydrolysable bond that can bo cleav e d non oxidatively by 
hydrolytio e nzymes; 

d. th o primary metabolites of the compound rooult from th e non oxidativo metaboli s m of the 
compound; 

e. tho primary m e tabolitos are solubl e in water at physiological pH j 

f. tho primary metabolites havo negligibl e inhibitory activity at tho IK r (IIERG) channel at 
normal thorapoutio concentration of th e poront drug in plasm a 

g. th o compound, as woll a a the metabolites thereof, does not oause metabolic DDI wh e n co 
administered with othor drugs; and 

h. th e oompound, as woll as metabolites thoroof, does not olovato LFT valuos when 

nHminintnrnd alnno: is a 1.3 dipropvlxanthine with an ester function at the 8-position, wherein t he 
ester function is a cvcloalkvl substituted with -COOR j and wherein R, is alkyl; 
wherein said composition further comprises a pharmaceutical carrier. 

Claim 5 (Canceled): The pharmaceutical composition, according to claim 4, wherein said 
compound is a 1 ,3 dipropylxanthine that has an ester function at the 8-position. 

» » 

J:\sh-RESP\aryx\ARYX-l HXCWRespl .doc/DNB/la 
PACE 7/22 ■ RCVD AT 10/12/2004 5:25:37 PM [Eastern Daylight Time] * SVR:USPTO-EFXRF-1/0 ■ DNIB:8729306 * CSID:352 372 5800 ■ DURATION (mm-ss):12-14 




OCT-12-2004 TUE 05:14 PM SALIWANCHIK, LLOYD&SALIWA FAX NO. 352 372 5800 P. 08 

6 Docket No. ARYX- 1 1 7XC 1 

Serial No. 10/624,713 

Claim 6 (Original): The pharmaceutical composition, according to claim 4, wherein said 
ester function has a structure selected from the group consisting of: 
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and salts thereof; 

wherein Ri is alkyl. 

♦ 

Claim 7 (Currently amended): A method for inhibiting the Ai Ado receptor in an individual 
in need of such tr e atm e nt divresis or treatment for congestive heart failure wherein said method 
comprises administering to said individual a pharmaceutical composition comprising an AiAdoR, 
antagonist that has at l e ast - ono characteristic chosen from tho group consisting of: 

a. tho compound is m e tabolized both by CYP15Q and by a non oxidativ e metabolic onzym e 

or syst e m of e nzymes^ 

b. tho oompound has a short (up to four ( 1 ) hours) non oxidative metabolic half lif e ; 

c. tho compound contains a hydrolyGablo bond that can bo oloavod non oxidatively by 
hydrolytic enzym e s; 

d. tho primary mctabo lit oo of tho oompound re s ult from tho non oxidativ e metabolism of th e 
compound; 

o. the primary motabolitoo aro solubl e in water at physiological pH; 

f. tho primary metabolit e s have n e gligibl e inhibitory activity at the IKr (HERG) channel at 
normal th e rapeutic concentration of tho paront drug in plasma - 

g. th o compound, as well as th e m e tabolites thoroof, do e s not causo motabolio DDI when oo 
administered with other drugs; and 

h, — tho compound, as well as m e tabolites thor e of, does not ol e vato LFT values wh e n 

Administered alon e is a 1,3 dipropvlxanthine with an ester function at the 8-positio n . wherein the 
ester function is a cvcloalkvl substituted with -COOR 2 and wherein Ri is alkyl. 
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Claim 8 (Canceled): The method, according to claim 7, wherein said compound is a 1,3 
dipropylxanthine with an ester function at the 8-position. 

Claim 9 (Original): The method, according to claim 7, wherein said ester function has a 
structure selected from the group consisting of: 
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>. 

R,OOC^ / 



and salts thereof; 

wherein Ri is alkyl. 



Claim 10 (Original): The method, according to claim 7, wherein the individual is a human. 



Claim 1 1 (Original): The method, according to claim 7, wherein said individual 
has congestive heart failure. 
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